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(57) Abstract: A 2-acylaminotliiazole derivative having an activity of increasing platelets based on an excellent effect of acceler- 
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m m » 
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2 



3Tt^flMLTifiL/h;K^^^'fjeii'f-2.:i^^5^#$ttfc (Kaushansky K. et. al.. 
Nature, 369, 568-571, 1994) o TPO \t^-^\C^fhU'^^\h UT^^t^^/a^frtJ^T. 

x^'o. t hT?(D^W4ts>^tt^sii^,§ti.oofeSo TPO (D— a-e 

PEG-rHuMGDF (TPO (O N 163 # g COT ^ / ^t^-i^ U T/^-i/ 

(Vadhan-Raj S, Semin Hematol., 37 (suppl. 4), 28-34, 2000) f^^b. TPO (DfiMM^ 

(0;$:|a#fFmJS<^li#M¥ 11-152276 -i-). if n n :7rc-^>'>?. y v?:/f|^ 
#:(ll]#r?l¥ 10-212289 -^) , t°n n :7i?/W 5 K^2g#: 2000-44562 -^) . 

T^y/Pt Yy^^^mMW- (H^<2jW W099/11262). v^Ty^^^iS? l/>-$|^f2js: (R| 
WO2000/35446) s u ;^7yW^y— (IH WO98/09967) bHTV^Sc 

^fc. TIB— I^JS: (A) -e^^;^2.{b^^;aSifiL/jNt^ig^|gt4^:t-r5-i:^5|S 
^>^IS WOOl/07423 -i-ic:|Bic$tLTV^;5o 




(A) 
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-kfc. TIB— (B) xm^ti^it^m-A^ik/bmm^m-it^^T^^ttim 

WOOl/53267 -^fc|ES^tl^TV^6„ 

X— Y— Z-W^ (B) 

m^MnXit. t LTff^§tbTV^T^3 J:V^^Ty'— 7^-. ^ Ll:-NHCO- 
^W-r6'f^^-g'i^^^:oV^T(D|Si^;iS^6o \.7b^'LM^m^:isn^—m.^(B)Xi-i. 

m^^^i^'^^^M^i^x^^^^t.^m^^^-'Xi^. mmm^comi^^^Mcm^m 

*fc, ^T^/— /V(D2'f&OT5 KI^-^td-Y^-K— /l^^(^^^S|i-^bfc 

^ LTBffl^fPm 3199451 -^(31, ^fc. 2-v?gmr ^ / -4-T y -/P9=-r i^— 
/vr l^mti^^^Mm'^^^-r ^VC^m t chemical and 
Pharmaceutical Bulletin 25 # 9 2292-2299 -^—v^t^ifl^ ^tbTV^^o b^^U^cfc 
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: fg^T/V=^/V. -CO-'fS?^T/V^/V. -COO-'IS^T/V^/^. -OH. -O-i&m 
: -H. -OH. -COOH. -COO-'fg^T/l'^/K 1 2 OfD'fJgiJr/V^/^'T? 

-X- : -CH2-. -0-. -S-Xi*-N(R^)-o 




(I) 



O 
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n: l75rM3CO^^o] 

0^ b < X ^5-N(R3)--trfe i9 . n 2 Xtt 3 -t?S>6 J^IB— IS^ ( I ) 

;eiS-N(R^)--e$) «9 s n ids 2 Xf* 3 T'fc 9 . Ar ;0S.OH, -0-'fMT/V=3r/v:atf^-0C0- 

T ^> J; V ^ :7 c:^/!^^ b < p ^5 _hts— ^5^:. ( I ) t?^ $ tb§ 'fb-^^j 

N-[5-(4-V^ n v-zP t'^y /V)-4-(4-7/W::t n 31 :=.;V)^T 

3.^ cr ci-N-[5-(4-v'iJ7 t2^^v^/H::°^^ t^:x.l-^/U)-4-(4- :7 i=r :7 a; 
T )/^;V-2-'^ /V]-4- 1 K n ^/^:/XT ^ 

3,5-v^;^ h=^iX-N-(5-t:°-<iJ v?>'-l->r/^-4-t° U v^>'-4-^/V^T>^— /V-2-f /V)^ 
-efe «9 . n 2 ^U< 3 t?fe;5-bia-j^^ ( I ) t?S^$tb5'fk^tl ; X{± X 
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6 

;a5-N(R^)--efe n;aS2^U<f^3 t?fc »9 > Ar t^-OR, -O-'iS^T/V^/VS.tJ* 

*PJ^ffl#4'. rigger /Vdf-;vj ^(-i^^m^s 1 7I;M6{®(Dii:^IX«5)-1^^(^-^ 
(Ci.6) ^M^U McWma-im:^i-£y^T^^. ^^^/K ^y:/n 

y^'^;?;K t°oy;v, -f^^^yy/v, ^^^ci^/k ^r^y/K :^=^ 

-y-yy/K -YvKy/K ^^r/ y/K -o-y^^^ry y/^^;as^tf btL^, r^© rg: 
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KJlCfiMx.f^iXiJ' PT'n tVK v^iJ^ny^^/K v'i^P^'^v'/K 

m-^T^yi tit, mm. mm. mM^^Ayx^h^\^^3 7im.iQM.m.on'J^ 

mm. M<\^7mm. ^^ity^mm. mm. mm. v i^mm<^mmm'^. ^m. 
mm. :f^^:^:ym. xy=^^m. -^ov^, ^^-^^um. -^w^^. 

9im. vi^^^m. m^m. y^i^m. y ^^yy^/i-^^-^. ^^^-^yv/j^^^, 
p. h/i^^i^^^^^^^^m. T:^^-<9^>mxi^^^jp^ 5 >mm(Dmmmt(DmHM 



wo 02/062775 



PCT/JP02/00755 



8 

:^^m<D-:fn }^9iy^^M^i-^MtVXi-±. Prog. Med. 5:2157-2161(1985)JcflB 

m^nx\^^m-^.m)nmmi99o^wm.mffu(Dmmm7m ^^^tf- i63-i98 

:6:Lbt^X%^ ^Kh(D^mmt\.X\-im^\t^')-l^ (Greene) :S:rJ?'>5/!y 
(Wuts) rprotective Groups in Organic Synthesis (third edition)] J^lfH^Ol^^ 
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(mi mm) 




X\-±^<DKf^.^mm^t. ^ (Id) T'^$;^^5^^»$tl/TV^T^> J:V^2-r5: 
'fk'^tl (le) (DRmtmm^t U-Cft. p< 9^/1^:3^ >^-7^/V. o^^/^ji^T^/V^ tert- 
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n-7 9>' (THF), i^;r=3ri?-^^#(D3:— T^/V^g ; g^^cc^/V (EtOAc) ^(D:^:^ 
T/l^M ; Tir he::! hU/K N,N-i^p^ 9^/V>!j^/VAr 5; K (DMF) ^/V;^/!^ 

j}^^>>-K (DMso) m<DR}=^^Kyf^mj^:^mmm'p. ^*PT^ ^^^P75M^MTfe 
h y p« f-zi^T 5 h y rn^/vT ^ >',N,N-^;^p« ^/PT ^ y fc" y ^;^^,4-(n,n- 

c^;55, Hi^:trRmt-iift^-^5_h-C*WJ?fe#-a'i55fcSo *fc. try i^^>'4tm:^> 
t°y i?^ p- f/l/^>';:^/V73sV^ig, N,N-i^7«^/^T=y 

i^F^^. T-fe h::^ h y /K DMF m<Dmm'p. t° y i^:/. n,n-v^^ ^/vt^ y v 

ro^jSfci^v^e>ix6iimb'a-i^ (Id) f*. JLIBSf£:^-t?;^$ti/5J;5{^. 

^ (la) ^-^^tL^^ry— /pfl*f*(^5{i^^M3-^r^^Wbi-5:ii{-J: '9^b'^ 

m (lb) ^^^b. ^v^•TriR^ytr $ (ic) ^j^m^'^^^ticx'omMx^ 

^t-^m (lb) ltm%-t^:itfj:<^X<^RJti^m\'^^:ithX'^^o 
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^-tesm^ m\M (n). s« (n) ^(^/Nciy^-^bii (n) m(o^mMm 

Wb^to*^ ; ^-T^/l-lg ; (MeOH). oc^J?/— (EtOH). 2- 

:7'n^NV— /V (iPrOH), 3^9^ l/i/^ y /i.^<7)T/V=i-/VS ; ^Wi^^'fbTK 

< \timi\:'r b y !J^i^7K?i^li$^(^:S»tt^?Sf ^^*3V^T-f^^^i^ (la) \z.YiFm-^ 

m (la) ■^^^^^^y\\:.m\:.i^mm. ^-"Tjvm. T/v=t-/m. ^mmmtTk 

^CO^ 0 iCl^Xn^tlfcih^m (la) DMF. N-^^/^-2-t"'n V KV^. 

DMso m(Di-^-^u hiy'&m'(mm ^^^^^ihmtymm ^-^jm 

^r^^ (Ic) ^im^'it^^tKX^. ih-B-m (Id) jOS^^^tLSo ^(^^ 
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Hal 



■N 

(la) 



R 



(lb) 



NH, 



Ar-C02H 



(le) 



R- N 

(I) 



H 



o C ^ " 

R?A^NH 



Hals 



R' 



(Ic) 



S, H 

/>-N 

N ^Ar 
O 

(2a) 



mii^fel-^bfc;^fe-t?^^^tb§'f[r:^#i (lb) (le) 
S'fefdJ^DT^ K{bU ^ (2a) -e^$tL§^^^$tLTV^Tt) J:V> 5-/M=t-2-T 
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t h CD34+J^fflJ3a^ MegaCult™-C (StemCell Technologies ^±) ^MV^t 2 well 
chamber ^^-f \'l^X^m^W^^TX 10-14 0 F^. 37 X:xm^L-tCo ^U(D 
mMm\^^<:>X^ EtK. H^bfc^. fei: glycoprotein IIb/inafeT:#:tc:i:^feLfCo 
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mi) 





0.3 


1.0 


3.0 




5.2 


19.0 


34.8 



wo 02/062775 



PCT/JP02/00755 



15 

m^imm^. EtoH^^tfo :L<Dm^mi'i^mmj:mmiKim:immnk mm 
mfD^o^mmnis -w^k m^m. mmm^^^vx\^^x-hx\\ 

mmm. %imk ^mm. h-^(^j;5^^^^j> mx.it^7i^^^ 

KMm7i^xiimm(Dmi:im^mi^mmi^xmm-r^ :it^,x^ 

a^ilP^^c^^-^. 1 BO^U-^mit. #:Sferc«9i^ 0.0001 ~50mg/kg, 0-^ 
U< 0.001~10 mg/kg :e)S3g^-t:\ $ Pjjcl^?^ b< « 0.01~1 mg/kg ^5^^T* 

-a-f^s 1 0 (D^-^mUi^Mhfc 9 ^ 0.0001—1 mg/kg. 0^ U < 0.0001—0.1 

mm^nm.i.xm^(D^^i,z)t^]:.xm±^m^ti^o 
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T v^s: h y :/n ^ k 9.19 g ^:bw^mu.-v 1 0t^^#ufco ^^^^^t^ii 

mm^UB^^i^x'^htitcmm(DiPTOH50mi(Dmm^. =f':tmm 3.72 g 

-iX A-rrlfe;^ b^^^W^fei-^ i ^ i 19 3.93 g(D2-T^/ .4-(3-:7yV;^ p 
FAB-MS(M+H)'';195. 

2-T 5 / -4-7 ::c :=^/V9^T Ig^^uu ^/UA 20 ml cO^?^(e::i:* 0.29 ml, 

^tivi ^/VA 2 ml (Dmm^mr s?afj:T 30 ^mmwvtc. 

y 10 ml ^;!jPx. 120T)(^:T 75 ^r^^#bfCo S^&IS^^^i±W* n 
:^ ^)V% yJ^^^^V^^'y-y^ >^-EtOAc ( 2 : 1 ) 

625 mg 2-r ^ / -5-^/V*; y /V-4-:7 ^ ^/V^^T /V^#fCo 

UAT. -tia##M 2 t: mmtci ux^ 2-^5 ^^^-r^^m 3-54^, 

Rex : 

R : — ^^^^c^g^S (Me : p< ^/l', Et : ^^/'W, nPr : / /^y^/vyxn tVi^, Ph : 
Data : ^Mih^^'f--^ (NMR : ^H-NMR 6 (ppm). MS : FAB-MS(M+Hf) 
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(^2) 




Rex 


R 


Data 


2 


On 


NMR(CDCl3);2.82-2.89(4H,m),3.79-3.85(4H,m),4.79(2H, 
s),7.22-7.29(1H,m),7.34-7.41(2H,m),8.05-8.11(2H,m). 


3 




NMR(CDCl3);1.89-1.95(4H,m),2.97-3.04(4H,m),4.69(2H, 
s),7.17-7.25(1H,m),7.31-7.34(2H,m),7.94-7.99(2H,m). 


4 




NMR(CDCl3); 1 .79-1 .94(1 H,m),2.52-2. 1 5(1 H,m),2.24(6H, 
s),2.81-2.90(1H,m),2.91-2.99(1H,m),3.04-3.21(3H,m),4.7 
6(2H,s),7.22(1 H,tt, J=1 .3Hz,7. 1 Hz),7.31 -7.38(2H,m),7.93- 
7.97(2H,m). 


5 




Inivik^ouois^ I - 1 .oo^^zn,rnj, i .do- i . / ^^*f n,nnj,^. / yy\Hr\, 
t,J=5.3Hz),4.74(2H,s),7.23(1 H,tt, J=1 .3Hz,7.3Hz),7.32-7. 
39(2H,m),8.09-8.14(2H,m). 


6 




NMR(CDCl3);2.35(3H,s),2.56(4H,t,J=4.7Hz) 

2.90(4H,t, J=4.7Hz),4.82(2H,s),7.24(1 H,tt,J=1 .3Hz,7.3H 

z),7.33-7.40(2H,m).8.07-8.12(2H,m). 


7 




NMR(DMSO-d6);1 .49-1 .63(2H,m),1 .76-1 .87(2H,m),2.57- 
2.59(2H,m),2.84-2.92(2H;m),3.54-3.65(1 H,m),4.69(1 H,d, 
=4.0Hz),6.75(2H,s),7.16-7.23(1H,m),7.30-7.37(2H,m),8.0 
3-8.09(2H,m). 


8 




NMR(DMSO-d6);1 .10-1 .26(1 H,m),1 .52-1 .65(1 H,m),1 .68- 
1 .79(1 H,m), 1 .80-1 .92(1 H,m),2.21 -2.29(1 H,m),2.32-2.43 
(1H,m),2.79-2.89(1H,m),2.94-3.02(1H,m),3.59-3.70(1H, 
m),4.80(1 H,d, J=4.4Hz),6.77(2H,s),7.16-7.24(1 H,m),7.29- 
7.37(2H,m),8.03-8.08(2H,m). 
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Rex 


R 


Data 


9 




NMK^UUOIsj,! .«io(on,t,J— / .UnZj, 1 .oo-2.ii^(4n,m;,^.ol- 
2.42(1H,m),2.56(2H,dt,J=3.1Hz,11.9Hz),3.15(2H,dt,J=3. 
1Hz,11.9Hz),4.16(2H,q,J=7.0Hz),4.76(2H,s),7.24(1H,tt,J 
=2.0Hz,7.3Hz),7.33-7.40{2H,m),8.05-8.10(2H.m). 


10 




MS;332. 


11 




NMR(CDCl3); 1.75-1. 91 (4H,m),2.51 -2.60(1 H,m),2.84-2.9 
2{3H,m),2.97-3.04(1H,m),4.98(2H,S),5.34(1H,brs),6.14(1 
H,brs),7.26(1 H,tt, J=1 .3Hz,6.4Hz),7.33-7.40(2H,m),7.82- 
7.88(2H,m). 


12 


■ 


NMR(CDCl3); 1 .06(3H,t, J=7.0Hz), 1 . 1 4(3H,t, J=7.0Hz), 1 .6 
4-1 .88(5H,m),2.48-2.58(1 H,m),2.79-2.90(1 H,m),3.04-3.3 
8(6H,m),4.95(2H.s),7.19-7.27(1H,m),7.32-7.40(2H,m),8. 
04-8.11 (2H,m). 


13 




MS;289. 


14 




NMR(CDCl3);0.92(3H,t,J=7.3Hz), 1.46-1. 59(2H,m),2.30- 
2.46(2H,m),2.58(4H.t,J=4.7Hz),2.91(4H,t,J=4.7Hz),4.77 

(OVA o\ T OA(^\A H 1—0 ni-l-y ft 1 I-ItX T 7 <lQ/OU m^ P n7 
^iCrljSy, / 1 n,U, J— Z.UrIZ,D. 1 rlZ;, / .oo-/ .oy^zn,rTij,o.u/ - 

8.12(2H,m). 


15 




NMR(CDCl3);1 .66-1 .77(2H,m), 1 .82-1 .94(2H,m),2.00-2.1 1 

(2H,m),2.42-2.52(4H,m),2.74-2.86(1H,m),2.91(4H,t,J=5. 
0Hz),4.77(2H,s),7.20-7.27(1H,m),7.32-7.40(2H,m),8.06- 
8.12(2H,m). 


16 




MS;343. 


17 




NMR(DMSO-d6);2.86-2.94(4H,m),3.26-3.31(4H,m),6.80- 
6.85(2H,m),6.95-7.01(2H,m),7.18-7.27(2H,m),7.31-7.39 
(2H,m),8.07-8.14(2H,m). 
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Rex 


R 


Data 


18 




NMR(CDCl3);2.59(4H,t,J=4.7Hz), 
2.89(4H,t,J=4.7Hz),3.56(2H,s), 
4.77(2H,s),7.20-7.39(8H,m),8.02-8. 1 3(2H,m). 


19 




NMR(CDCl3);2.61-2.67(6H,m),2.88-2.96(4H,m),3.36{3H, 
s),3.53(2H,t,J=5.5H2),4.80(2H,s),7.24(1H,tt,J=2.0Hz,7.4 
Hz),7.32-7.40(2H,m),8.06-8.12(2H,m). 


20 




NMR(CDCUV2 70-2 76(4H m) 2 87f2H t J=5 7Hz) 2 90- 
2.95(4H,m),4.13(2H,t,J=5.7Hz),4.81(2H,s),6.89-6.98(3H, 
m),7.21-7.40(5H,m),8.07-8.13(2H,m). 


21 




NMR(CDCl3);1. 68-1. 87(9H,m),2.49-2.65(6H,m),3. 12-3.2 
1 (2H,m),4.81 (2H,s),7.22(1 H,tt,J=1 .3Hz,8.9Hz),7.29-7.36 
(2H,m),8.08-8.14(2H,m). 


22 




MS;343. 


23 


On- 


NMR(CDCl3);1 .62-1 .74(8H,m),3.07(4H,t,J=5.5Hz),4.97(2 
H,s),7.1 9-7.24(1 H,m),7.31-7.39(2H,m),7.97-8.04(2H,m). 


24 




NMR(CDCl3);1.85-1.94(2H,m),2.39(3H,s),2.62-2.71(4H, 
m),3.15-3.22(4H,m),4.79(2H,s),7.24(1H,tt,J=2.0Hz,7.3H 
z),7.32-7.39(2H,m),7.92-8.03(2H,m). 
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20 



Rex 


R 


Data 


25 




^AS;355. 


26 






27 




MS;356: 


28 




MS;356. 


29 


On 


MS;278. 


30 


k^N^ 


MS;321. 


31 


k^N^ 


MS;335. 


32 




MS;347. 


33 




MS;375. 
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(^4) 




Rex 


R 


Data 


34 


cr 


NMR(DMSO-d6);1 .45-1 .54(2H,m),1 .62-1 .74(4H,m),2.72 
(4H,t, J=5. 1 Hz),6.90(2H,s),7.97(2H,dd, J=1 .5Hz,4.6Hz),8. 
53(2H,dd,J=1 .5Hz,4.6Hz). 


35 


cr 

N 


NMR(DMSO-d6);1 .44-1.54(2H,m), 1 .59-1 .68(4H,m),2.71 
(4H,t,J=5.3Hz),6.88(2H,s),7.38(1H,dd,J=4.8Hz,8.1Hz),8. 
35(1 H,dt,J=1.8Hz,8.1Hz),8.39(1H,dd,J=1.8Hz,2.7Hz), 9.1 
9(1H,d,J=2.7Hz). 


36 


Of" 


NMR(CDCl3); 1 .49-1 .58(2H,nn), 1 .66-1 .76(4H,m),2.82(4H, 
t,J=5.3Hz),4.83(2H,s),7.63-7.74(2H,m),8.27-8.32(1H,m), 
8.66-8.71 (IH.m). 


(*5) 

s 

R^N 


Rex 


R 


Data 


37 




NMR(DMSO-d6); 1 . 1 1 -1 .26(5H,m), 1 .52-1 .61 (1 H,m), 1 .69- 
1.82(4H,m),2.20-2.31(1H,m),2.27-2.60(4H,m),2.66-2.74 
(4H,m),6.71(2H,d,J=8.6Hz),7.87(2H.d,J=8.6Hz),9.36(1H, 
s). 


38 


OH 


NMR(DMSO-d6); 1.11-1 .26(5H, m), 1 .52-1 .62(1 H,m), 1 .69- 
1.83(4H,m).2.20-2.31(1H,m),2.60-2.66(4H,m),2.69-2.7S 
(4H,m),6.58-6.63(1H,m),7.11(1H,t,J=7.7Hz),7.50-7.57(2 
H,m),9.20(1H,s). 


39 




NMR(DMSO-d6);1 .05-1 .27(5H,m),1 .52-1 .62(1 H,m),1 .68- 
1 .82(4H,tn),2.20-2.31(1H,m),2.58-2.66(4H,m),2.68-2.76 
(4H,m),6.81(2H,s),7.17(2H,t,J=9.0Hz),8.06-8.14(2H,m). 


40 


F 


MS;361. 



wo 02/062775 



PCT/JP02/00755 



22 



a,. 

9 N 



Rex 


R 


Data 


41 




MS;361. 


42 


.XT 


MS;357. 


43 




MS;377. 


44 






45 


EtO^C"^ 


MS;415. 


46 


cr 

T 
Me 


MS;357. 


47 


cr 

T 

CI 


MS;377. 


48 


Br 


MS;421,423. 


49 


OMe 


MS;373. 


50 




MS;379. 


51 


F 


MS;379. 
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Rex 




Data 


52 




MS;379. 


53 


CI 


MS;411. 


54 


CI 


MS;395. 



3,5-v?7« h=^v-^S#^570 mg. THF IQxsACOWm^. 7KJ^TMM»<^ DMF 

StJ^:^{b^;^^/V0.4 ml %JP;t. S^U^^M^ 3 B#PBm#bfCo KJS:?-^^«jE 
m=^^. # b tLfca^i-##^!l 2 (Z)>fb'a-^ 620 mg. t° y V 10 ml O^lg^^K 

^A^P'x' hi/^:7^— }e:#L. -^^f-V-EtOAc (3 : 1) T'^tHbfCo 
^m§P^^^i±®*^> #btl.fcM^EtOAc lOmH^^lf 4M ig^-EtOAc 

mm^ 0.65 ml ;!jpx. bf^ < mw ufcm. u^co mhihtz.nm^ 

r-^V=^YV yl^ J; !9 641 mg CD 3,5-e^p< h ix-N-(5-^/V*: y >'-4-'l'/V 

^H-NMR(DMSO-d6) : 6 2.87-2.95 (4H^), 3.75-3.78 (4Iim), 3.83 (6H,s), 6.74 
(lH,U=1.9Hz), 7.28-7.32 (3H,m), 7.44 (2H,tJ=7.8Hz), 8.13-8.18 (2H^), 12.50 
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(lH,brs). 

FAB-MS(M+H/ : 425. 
Mj^ (°C) : 169-172. 

mmm2 

m^m 3 9 (Dit^m i.eo g. thf so mi mm^. 2-^ b ^-^4 y ^39^^^^ eso 

mg, WSC-HC11.02g^;lJPx.. mUKX 4 BmMWX^fCo RJtMKmul^m:^^ 

vJ>,^vi^V^^y 4— : --=^f->'-EtOAc=5 : 1-2 : 1) KXmM. 

^<Di^(D^ EtOAc 20 ml-EtOH 25 ml (DM-^l^Bl^^M 4M it^-EtOAc ^ 

^^->/Vt:°^^ v^>'-l-^/V)-4-(4-:7/V;*-n :7a:::=:/V)^r i/--/V-2-^/V]-2-^ b 

'H-NMR(DMSO-d6) : 5 1.09-1.18 (lH,m), 1.21-1.36 (2H,m), 1.41-1.54 (2H,m), 
1.58-1.69 (lH,m), 1.80-1.89 (2H,m), 2.14-2.25 (2H,m), 3.16-3.40 (7H,m), 3.48-3.57 
(2H,m), 3.93 (3H,s), 7.28 (2H,t,J=9.3Hz), 7.45 (lH,s), 7.56 (lH,dd,J=1.4Hz,5.4Hz), 
8.12-8.19 (2Ktm), 8.37 (lH,d,J=5.4Hz), 11.15 (lH,brs), 12.86 (lH,brs). 

FAB-MS(M+H)"^ : 496. 

St-fe (°C) : 263-266. 

mmms 

3 9 (DiY/^m 360 mg. DMF 10 ml 3-i5^ n i3-4-t Kn ^Z^^Bm 

m 345 mg. WSC-HCl 383 mg. 1-t Kn ^i^^l^^ V U T y^l^ 270 mg. 4-(v^ 

^ ^/vT 5: y ) t° y >?i/ 244 mg ^Mk.. m^t^ h 90 °c^xm^ b 4 0 mMW u 

^m.7}<^Kxmw^. mm-r V V ^ j>>xm.m:\^fio mm-^^^^^. mm^'^'j-^ 
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^;\-:^=7J>^^ u-^V^^^y^-- (MW^ ■ ■^=3fi^:/-EtOAc=5 : 1~1 : 1) 
*tB. ^ (D % CD^ EtOAc 15 ml 0.1 M :^M-EtOAc 1.6 ml M'k. 

U{ie5<^#Lfc#. ^mm^W^. 57mgcD3-i5^np-N-[5-(4-v'i^n^=3ri//V 

^H-NMR(DMSO-d6) : 6 1.09-1.50 (5H^), 1.59-1.69 (lH,m), 1.81-1.91 (2H,m), 
2,09-2.19 (2H,m), 3.08-3.44 (7H,m), 3.52-3.60 (2H,m), 7.09 (lH,d,J=8.3Hz), 7.27 
(2H,t,J=8.8Hz), 7.94 (lH,dd,J=8.3Hz,1.9Hz), 8.11-8.21 (3H^), 9.85 (lH,brs), 11.16 
(lH,s), 12.45 (lH,s). 

FAB-MSCM+H)"" : 515. 

WlM. (°C) : 270-272(decomposed). 

7 COih^m 330 mg. EtOH 5 ml, THF 5 ml (DW^^I^. 7K'/^T 1M tK^ 
Yb-^ h V >>i^7ic^|g 0.80ml ^JPx.f::„ MUK^U^ 8 B mmWl^tCo RUlMI^ 
IM m^y^m^ 0.80 ml :S.t)«7jc XL . ^ n n {CTft W L fCo W^Jg ^IS 

9:1) T^^ttiLfco ^(Dmmu^mBrmmu m^htirc^m^Etoii-d^ibw 

Ig^U. 52 mg CD l-{2-[(3,5-v?7« h ^iy-<^^y^-^ ;^)T ^ 7 ]-4-::7^c=;7P^r 

^H-NMR(DMS0-d6) : 8 1.69-1.82 (2H,m), 1.90-1.99 (2H,m), 2.37-2.46 (lH,m), 

2.67-2.76 (2H,m), 3.09-3.17 (2H,m), 3.83 (6H,s), 6.73 (lH,t,J=2.0Hz), 7.25-7.31 
(3H,m), 7.44 (2H,t,J=7,3Hz), 7.13 (2H,d,J=7.3Hz), 12.40 (lH,brs). 
FAB-MS(MH-H)'' : 468. 
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MMM 3 8 (Ojh-^m 300 mg. MeOH 10 ml (D^mK. 7K^T IM 7kmt'r h 

V ^j>>7mm 0.71 ml ^M^fco 7mT i ^mmwi^tc'^. im mmTmmo.ii 
ml ^ijw^xm&rmm^^^ u^o ^n^-^^ ^ p /^^/^'i:.^tJ?^&fP;^^7K^:h h 
y '^^^7K^?^if;!jp;t. ^mm^maik^7i^\<ix'm^^^. m^^^^->^^M^x 

^9'7^-'KH\^. -^^-^l^-BtOKc (1:1) -e^ttiUfCo ^(Z)^tB§|5SfMii 
T^i^b. #e?tl.^caS^EtOAc 10 ml{C^^?U. :itl.(c:4M i^g^-EtOAc 
0.41 mi;!jPx..^mfcT 3 bfCo^(±J b/c^^^^t^ 144 mg <D N-[5-(4- 

i/iJ^ Tn^d{-i>'/Vt:°^^-:;^:x-l-^/V)-4-:7ai=/P^Ty— /P-2-^/V]-4-t Kcidr^/ 

^H-NMR(DMSO-d6) : 5 0.61-1.18 (IH^), 1.21-1.33 (2H^), 1.40-1.53 (2H,m), 
1.59-1.67 (lH,m), 1.81-1.89 (2H,m), 2.15-2.23 (2H,m), 3.17-3.38 (7H,m), 3.49-3.57 
(2H^), 6.89 (2H,d,J=8.8Hz), 7.31 (lH,t,J=7.8Hz), 7.45 (2H,t,J=7.8Hz), 8.01 
(2H,d,J=8.8Hz), 8.12 (2H,d,J=7.8Hz), 11.03 (lH,brs), 12.28 (lH,brs). 

FAB-MSCM+H)"^ : 463. 

wr. ±tB^jfeM 1 (D^^ t bT* 6 s {^^-rmmn 7 ~ 3 e 
^h-^m^. ±mmmm 2 x\± s (D:^m t b-cs 9 ~* 1 0 ^T^-rmmw^ 

3 7 ~ 3 9 (Dit-^!^^^ ±mMMm 4 (Djjm t mmK i^xm 6 K^TMmm q 
(Dit^m^. ^^^f\^nit^-ir^mM^^m\^xnm\^fco 

Ex : mm^m^ 

At : — j^^4^<^SJ^S (Ac : T-^^JV) 
salt : it (^IBife : :7 y ; HCl : 
mp : m.-^ (°C) 



wo 02/062775 



PCT/JP02/00755 



27 

(*6) 



Or 

OMe 



Ex 


R 
(Salt) 


Data 


6 




NMR(DMSO-d6); 1 .54-1 .59(1 H,m),1 .61 -1 .73(1 H,m),1 .7 
4-1. 85(1 H,m),1. 87-2.00(1 H,m),2.61-2.72(2H,m),2.84(1 
H, t, J=9.8Hz),2. 94-3.04(1 H,m), 3. 19-3. 26(1 H,m), 3. 84(6 
H,s),6.74(1H,s),7.25-7.32(3H,m),7.43(2H,t,J=7.3Hz),8. 
12(2H,cl,J=7.3Hz),1 2.43(1 H.brs). 
MS;468. 


7 




NMR(DMSO-d6); 1 .06(3H,t, J=7.3Hz), 1 .70-1 .83(2H,m), 1 

.89-2.01(2H,m),2.74(2H,t,J=9.3Hz),3.10-3.18(2H,m),3. 

28-3.31(1H,m),3.83(6H,s),4.12(2H,q,J=7.3Hz),6.73(1H 

,s),7.25-7.31(3H,m),7.44(2H,t,J=7.4Hz),8.12(2H,d,J=7. 

4Hz), 12.46(1 H,s). 

MS;496. 


8 




NMR(DMSO-d6);1.14(3H,t,J=6.8Hz),1.56-1.72(2H,m),1 

.75-1 .84(1 H,m),1 .85-1 .96(1 H,m),2.67-2.82(2H,m),2.88- 

3.01(2H,m),3.17-3.24(1H,m),3.84(6H,s),4.15(2H,q,J=6. 

8Hz),6.74(1H,s),7.26-7.32(3H,m),7.41(2H,t,J=7.9Hz),8. 

1 0(2H,d, J=7.9Hz), 1 2.48(1 H,s). 

MS;496. 


9 


(HCI) 


NMR(DMSO-d6);1.82-1.89(4H,m),2.73-3.40(4H,m),3.8 
3(6H,s),6.70-6.78(1 H,m),7.23-7.50(5H,m),7.73-8.01 (2 
H,m),1 2.29(1 H.brs). 
MS;410. 


10 


(HCI) 


NMK^UMoL^-a6j,^.-:i4-^.oo^^n,ITI;,Z. ^(orl,a, J— 4.4nZ;, 

2.77(3H,d.J=4.4Hz),3.04-3.14(1H,m),3.21-3.36(2H,m)3 

.46-3.53(1 H,m),3.84(6H,s),3.96-4.05(1 H,m),6.74(1 H,s), 

7.27-7.34(3H,m),7.44(2H,t,J=7.4Hz),7.95(2H,d,J=7.4H 

z),12.51(1H,brs). 

MS;453. 


11 


(HCI) 


NMR(DMSO-d6);1 .50-1 .58(2H,m),1 .64-1 .71 (4H,m),2.8 
7(4H,t,J=4.9Hz),3.83(6H,s),6.73(1H,t,J=2.0Hz).7.24-7. 
30(3H,m),7.43(2H,t,J=7.8Hz),8.15(2H,d,J=7.8Hz),12.4 

4(1H,brs). 
MS;424. 


12 


(HCI) 


NMR(DMSO-d6);2.83(3H,d,J=4.9Hz),3,16-3.35(6H,m), 

3.41-3.52(2H,m),3.84(6H,s),6.75(1H,t,J=2.4Hz),7.28-7. 

35(3H,m),7.46(2H,t,J=7.3Hz).8.14(2H.d.J=7.3Hz),11.3 

7(1H,brs),12.60(1H,brs). 

1\/IS;439. 
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Rs^S H OMe 
OMe 



Ex 


R 
(Salt) 


Data 


13 


(HCl) 


NMR(DMSO-d6);1 .54-1 .66(2H,m), 1 .83-1 .92(2H,m),2.7 
0-2.7o(2n,m), 3. 04-3. 14(2H,m), 3.63-3.70(1 H,rn), 3.83(6 
H,s),6.73(1H,s),7.25-7.31(3H,m),7.43(2H,t,J=7.8Hz),8. 
14(2H,d,J=7.8Hz),12.44(1 H.brs). 
MS;440. 


14 


(HCl) 


NMR(DMS0-d6);1 .21 -1 .31 (1 H,m), 1 .56-1 .68(1 H,m), 1 .7 
1-1 .83(1 H,m),1 .85-1 .95(1 H,m),2.40-2.48(1 H,m),2.55-2. 
62(1 H,m),2.95-3.23(1H,m), 3. 10-3.1 8(1 H,m),3.64-3.73( 
1 H,m),3.83(6H,s),6.74(1 H,s),7.26-7.32(3H,m),7.43(2H, 
t,J=7.8Hz),8.13(2H,d,J=7.8Hz),1 2.45(1 H.brs). 
MS;440. 


15 


(HCl) 


NMR(DMSO-d6); 1 .41 -1 .52(1 H,m), 1 .60-1 .72(1 H,m), 1 .7 
4-1 .82(1 H,m), 1 .86-1 .95(1 H,m),2.52-2.63(2H,m), 2.69-2. 
76(1H,m),3.03-3.10(1H,m),3.14-3.22(1H,m),3.83(6H,s) 
,6.47(2H,brs),6.73(1H,t,J=2.5Hz),7.26-7.31(3H,m),7.43 
(2H,t,J=7.3Hz),8.12(2H,d,J=7.3Hz),1 2.47(1 H.brs). 
MS;467. 


16 


(HCl) 


NMR(DMSO-d6);0.95(3H,t, J=6.8Hz), 1 .07(3H,t,J=6.8Hz 
),1 .43-1 .57(1 H,m),1 .73-1 .84(3H,m),2.60-2.72(2H,m),2. 
86-2.95(1H,m),2.99-3.06(1H,m),3.11-3.39(5H,m),3.83( 
6H,s),6.73(1 H,t,J=2.5Hz),7.26-7.31 (3H,m),7.44(2H,t,J= 

7.3Hz),8.15(2H,d,J=7.3Hz),12.47(1H,brs). 
MS;523. 


17 


(HCl) 


NMR(DMSO-d6);1.30(3H,t,J=6.8Hz),3.16-3.34(8H,m),3 
.o1-o.DU(zn,lTl),o.o4^bn,S),b. / b(1 n,t,J— 1 .onz), 1 .2A-1 .6 
6(3H,m),7.46(2H,t, J=7.8Hz),8. 1 3(2H,d, J=7.8Hz), 1 1 .00( 
1H,brs),12.60(1H,brs). 
MS;453. 


18 


(HCl) 


NMR(DMSO-d6);0.94(3H,t,J=7.3Hz),1 .71-1 .83{2H,m),3 
.05-3. 13(2H,m),3.1 3-3.31 (6H,nn),3.52-3.58(2H,m),3.84( 
6H,s),6.75(1 H,t,J=1 .9Hz),7.24-7.36(3H,m).7.45(2H,t, J= 
7.8Hz).8. 1 3(2H,d, J=7.8Hz), 1 1 .25(1 H.brs).1 2.59(1 H.brs 
). 

MS;467. 


19 


k.N^ 
(HCl) 


NMR(DMSO-d8);1.66-1.82(2H,m),2.13-2.22(2H,m),2.4 

1-2.49(2H,m),3.01-3.13(2H,m),3.20-3.30(4H,m),3.39-3. 

44(2H,m),3.74-3.80(1 H,m),3.83(6H,s),7.30(1 H,t, J=2.4 

Hz),7.29-7.35(3H,m),7.47(2H,t,J=7.8Hz),8.12(2H,d,J=7 

.8Hz) , 1 1 .65(1 H.brs), 1 2.59(1 H.brs). 

MS;479. 
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OMe 



Ex 


R 
(Salt) 


Data 


20 


N ^ 

(HCI) 


NMR(DMSO-d6);1. 06-1. 18(1 H,m),1.21-1.34(2H,m),1.4 
1 -1 .53(2H,m), 1 .59-1 .67(1 H,m), 1 .81 -1 .90(2H,m),2. 1 6-2. 
24(2H,m),3. 1 7-3.41 (7H,m),3.50-3.59(2H,m),3.83(6H,s) 
,6.75(1 H,t, J=1 .9Hz),7.27-7.35(3H,m),7.46(2H,t,J=7.8H 
z),8.12(2H,d,J=7.8Hz), 11.1 0(1 H,brs).1 2.59(1 H.brs). 
MS;507. 


21 


(HCI) 


NMR(DMSO-d6);3.21-3.31(4H,m),3.50-3.59(4H,m),3.8 

4(6H,s),6.75(1 H,t, J=1 .9Hz),7. 1 0-7.20(1 H,m),7.28-7.34( 

3H,m),7.38-7.50(6H,m),8.20(2H,d,J=7.9Hz),12.56(1H, 

brs). 

MS;501. 


22 


(TO. 

(HCI) 


NMR(DMSO-d6);3.22-3.40(8H,m),3.83(6H,s),4.42(2H,d 

,j=4.4Hz),6.75(1H,t,J=2.4Hz),7.27-7.36(3H,m),7.41-7. 

50(5H,m),7.66-7.72(2H,m),8.12(2H,d,J=7.3Hz),11.38(1 

H.brs), 12.59(1 H.brs). 

MS;515. 


23 


(HCI) 


NMR(DMSO-d6);3.20-3.43(11H,in),3.54-3.61(2H,m),3.7 
b-o.o1 (2n,m),o.oo(Dn,S},b. /b(1 H,t, J— 1 .ynZ), / .2o-7.3o( 
3H,m),7.46(2H,t,J=7.8Hz),8.13(2H,d,J=7.8Hz),11.11(1 
H.brs), 12.59(1 H.brs). 
MS;483. 


24 


(HCI) 


NMR(DMSO-d6);3.24-3.32(4H,m),3.39-3.50(2H,m),3.6 
2-3.71 (4H,m),3.84(6H,s),4.49(2H,t,J=4.9Hz),6. 75(1 H,t, 
J=2.4Hz),6.98-7.06(3H,m),7.29-7.37(5H,m),7.46(2H,t,J 
=7.8Hz),8.15(2H,d,J=7.8Hz),11.50(1H,brs),12..59(1H,b 
rs). 

MS;545. 


25 


(HCI) 


NMR(DMSO-d6);1.83-2.05(6H,m),2.11-2.19(2H,m),2.70 

(2H,t,J=10.3Hz),3.01-3.11(2H,m),3.20-3.31(3H,m),3.47 

-3.56(2H,m),3.83(6H,s),6.74(1 H,t, J=1 .9Hz),7.28-7.33(3 

H,m),7.44(2H,t,J=7.8Hz),8.13(2H,d,J=7.8Hz),11.16(1H, 

brs), 1 2.51 (1H,brs). 

MS;493. 


26 


k^N^ 
(HCI) 


NMR(DMSO-d6);1 .32-1 .50(1 H,m),1 .68-1 .76(1 H,m),1 .7 
7-1 .99(6H,m),2.06-2.25(2H,m),2.74(2H,t,J=11 .2Hz),2.8 
7-3.00(2H,m),3.22-3.36(3H,m),3.41-3.49(2H,m),3.83(6 
H,s),6.74(1H,t,J=2.4Hz),7.27-7.33(3H,m),7.44(2H,t,J=7 
.3Hz),8.1 1 (2H,d, J=7.3Hz), 1 0.52(1 H.brs), 1 2.51 (1 H.brs). 
MS;507. 
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RyS^H OMe 
OMe 



Ex 


R 
(Salt) 


Data 


27 


(HCI) 


NMR(DMSO-d6);1 .60-1 .74(8H,m),3.14(4H,brs),3.87(6H 

,s),6.73(1H,s),7.24-7.32(3H,m),7-71(2H,t,J=6.8Hz),8.0 

1(2H,d,J=6.8Hz),12.39(1H,brs). 

MS;438. 


28 


(HCI) 


NMR(DMSO-d6);2.02-2.13(1H,m),2.16-2.29(1H,m),2.8 
0(3H,d,J=4.9Hz),3.19-3.35(5H,m),3.40-3.55(2H,m),3.5 
9-3.65(1 H,m),3.84(6H,s),6.74(1 H,t, J=2.0Hz),7.28-7.34( 
3H,m),7.48(2H,t, J=7.4Hz),8.00(2H,d, J=7.4Hz), 11 .37(1 
H.brs), 12.51 (1H,brs). 
MS;453. 


OMe 


Ex 


R 
(Salt) 


Data 


29 


cr 

(HCI) 


NMR(DMSO-d6);1 .56-1 .64(2H,m), 1 .73-1 .81 (4H,m),3.0 
0(4H,t, J=4.9Hz),3.84(6H,s),6.76(1 H,t, J=1 .9Hz),7.29(2 
H,d,J=1.9Hz),8.47(2H,d,J=6.3Hz),8.88(2H,d,J=6.3Hz), 
12.71 (1H,s). 
MS;425. 

mp;264-265(decomposed). 


30 


(HCI) 


NMR(DMSO-d6);1 .53-1 .62(2H,m), 1 .70-1 .78(4H,m),2.9 
3(4H,t,J=4.4Hz),3.84(6H,s),6.75(1H,t,J=2.0Hz),7.29(2 
H,d,J=2.0Hz),8.10(1H,dd,J=5.8Hz,8.3Hz),8.82(1H,d,J= 
5.8Hz),9.03(1 H,d, J=8.3Hz).9.38(1 H,s),1 2.69(1 H.s). 
MS;425. 


31 


(HCI) 


NMR(DI\/ISO-d6);1 .54-1 .62(2H,m), 1 .71-1 .80(4H,m),3.0 
4(4H,t,J=4.9Hz),3.84(6H,s),6.77(1H,t,J=2.0Hz),7.27(2 
H,d,J=2.0Hz),7.81 (1 H,t, J=5.4Hz),8.43(1 H,d, J=8.3Hz),8 
.55(1H,t,J=8.3Hz),8.82(1H,d,J=5.4Hz),12.70(1H,brs). 
MS;425. 
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31 



Ex 


R 
(Salt) 


Data 


32 


(HCI) 


NMR(DMSO-d6);1. 04-1. 19(1 H,m),1. 21-1. 34(2H,m), 1.4 
0-1 .53(2H,nn), 1 .58-1 .68(1 H,m), 1 .80-1 .89(2H,m),2.1 5-2. 
24(2H,m),3.14-3.36(7H,m),3.49-3.57(2H,m),3.83(6H,s) 
,6.74(1 H,t, J=1 .9Hz),6.85(2H,d, J=8.8Hz),7.29(2H,d, J=1 
.9Hz),7.94(2H,d,J=8.8Hz), 1 1 .05(1 H,brs),1 2.52(1 H.brs). 
MS;523. 


33 


V 

OH 
(HCI) 


NMR(DMSO-d6);1 .05-1 .19(1 H,m),1.20-1 .35(2H,m),1 .3 
9-1 .54(2H,m), 1 .57-1 .68(1 H,m), 1 .80-1 .89(2H,m),2.1 5-2. 
25(2H,m),3.19-3.39(7H.m),3.49-3.59(2H,m),3.83(6H,s) 
,6.70(1 H,dd, J=1 .5Hz,7.8Hz),6.74(1 H,t, J=2.4Hz),7.23(1 
H,t,J=7.8Hz),7.29(2H,d,J=2.4Hz),7.54(1H,d,J=7.8Hz),7 
.68(1 H ,t, J=1 .5Hz), 1 0.83(1 H.brs), 1 2.55(1 H.bra). 
MS;523. 


34 


(HCI) 


NMR(DMSO-d6);1.09-1.18(1H,m),1.20-1.35(2H,m),1.4 

1-1.54(2H,m),1.58-1.68(1H,m),1.80-1.91(2H,m),2.14-2. 

26(2H,m),3.19-3.38(7H,m),3.51-3.57(2H,m),3.84(6H,s) 

,6.75(1 H,t, J=1 .9Hz),7.24-7.31 (4H,m),8. 1 3-8.20(2H,m), 

1 1 . 1 5(1 H.brs), 1 2.60(1 H.brs). 

MS;525. 


35 


gr 

F 

(HCI) 


NMR(DMSO-d6); 1 .05-1 . 1 9(1 H,m),1 .20-1 .38(2H,m), 1 .4 

1-1.54(2H,m),1.57-1.68(1H,m),1.80-1.91(2H,m),2.14-2. 

25(2H,m),3.18-3.41(7H,m),3.51-3.62(2H,m),3.83(6H,s) 

,6.75(1H,t,J=2.0Hz),7.16(1H,dt,J=2.0Hz,8.8Hz),7.29(2 

H,d,J=2.0Hz),7.50(1H,dd,J=8.8Hz,13.1Hz),7.86(1H,d,J 

=1 3. 1 Hz),8.01 (1 H,d,J=8.8Hz), 1 1 .07(1 H,brs), 1 2.60(1 H, 

brs). 

MS;525. 


36 


(HCI) 


NMR(DMSO-d6);1.05-1.14(1H,m),1.16-1.30(2H,m),1.3 

1-1 .46(2H,m),1.56-1.64(1H,m),1.77-1.85(2H,m),2.06-2. 

15(2H,m),2.93-3.04(2H,m),3.12-3.22(3H,m),3.23-3.33( 

2H,in),3.43-3.51 (2H,m),3.83(6H,s),6.74(1 H,t,J=2.0Hz), 

7.25-7.32(4H,m),7.41-7.48(1H,m),7.61(1H,dt,J=2.0Hz, 

7.4Hz), 1 0.74(1 H,brs),12.64(1 H.brs). 

MS;525. 
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H 

N ^Ar 



Ex 


Ar 
(SaK) 


Data 


37 


OMe 
(HCI) 


NMR(DMSO-d6); 1 .05-1 .1 9(1 H,m), 1 .23-1 .35(2H,m),1 .4 

1 -1 .54(2H,m), 1 .58-1 .67(1 H,m), 1 .82-1 .92(2H,m),2. 1 8-2. 

24(2H,nn),3.18-3.39(7H,m),3.51-3.36(2H,m),3.93(3H,s) 

,7.33(1 H,t,J=7.3Hz),7.42-7.49(3H,m),7-55(1H,dd,J=1 .5 

Hz,5.4Hz),8.11(2H,d,J=7.3Hz),8.37(1H,d,J=5.4Hz),11. 

03(1H,brs),12.84(1H,brs). 

MS;478. 


38 


-hQ^OAc 
(HCI) 


NMR;1 .07-1 .1 9(1 H,m),1 .21-1 .35(2H,m),1 .38-1 .54(2H, 
m),1 .58-1 .68(1 H,m),1 .80-1 .89(2H,m),2. 1 5-2.23(2H,m), 
2.32(3H,s),3.17-3.37(7H,m),3.51-3.58(2H,m),7.29-7.35 
(3H,m),7.46(2H,t,J=7.3Hz),8.12(2H,dd,J=1.5Hz,8.3Hz), 
8. 15(2H,dd,J=1.5Hz,8.3Hz),1 0.90(1 H,s),1 2.62(1 H.s). 
MS;505. 

mp;241 -244(decomposed). 


(*1 0) 


Ex 


R 
(Salt) 


Data 


39 


OH 

(HCI) 


NMR(DMSO-d6);1 .02-1 .1 9(1 H,m),1 .20-1 .35(2H,m),1 .4 

1-1 .54(2H,m),1 .57-1 .68(1 H,m),1 .77-1 .91 (2H,rin),2.1 5-2. 

24(2H,m),3.20-3.38(7H,m),3.53-3.59(2H,m),3.93(3H,s) 

,6.71 (1 H,dd, J=1 .9Hz,8.3Hz),7.23(1 H.t, J=8.3Hz),7.45(1 

H,s),7.51-7.56(2H,m),7.67(1H,brs),8.37(1H,d,J=5.4Hz) 

, 1 0.85(1 H.brs), 1 2.80(1 H.brs). 

MS:494. 
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No : ih^m^-^. 

R\ R\ Ar : —m^^<DMW:M (cPent : v-j^ Pt-^:/^/^ cHex : ^/iJ' 

cHep: i^iJ^ tt^r^'^/'K nBu : / /P-^/V^^'^/K nHex : //V-^/k^dpSx/K 
iPr : --r y tVl^. tBu : r^^iX-ir y ^ T'^^/l^, Mor : ^;]^:^ V ^--4-^ /U^ pipa : 
t:°-<-7v^c=^/K pipe: U i;?c:^/K Py: v^/K di : v'o ''.e*^, S^^Otu 

-f/^^> 3,5-diMeO-Ph ft 3,5- v^^ h^-i/^ni^/k^, 4-cHex-l-pipa }t n 
^'Sf i^/V 9 V-l-r /l-^^-To ) 

(^1 1) 



I /:^N 
O 



No 




R^ 


Ar 


A1 


4-F-Ph 


Mor 


3,5-diMeO-Ph 


A2 


3-Cl-Ph 


Mor 


3,5-diMeO-Ph 


A3 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diMeO-Ph 


A4 


4-F-Ph 


Mor 


3,5-diF-Ph 


A5 


3-Cl-Ph 


Mor 


3,5-.diF-Ph 


A6 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


A7 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


A8 


4-F-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A9 


3-Cl-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A10 


4-F-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO"4-Py 


A11 


3-Cl-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO-4-Py 


A12 


4-F-Ph 


Mor 


2-.MeO-6-Me-4-Py 


A13 


3-Cl-Ph 


Mor 


2-MeO-6-Me-4-Py 


A14 


4-F-Ph 


4-cHex-l-pipa 


2-MeO-6-Me-4-Py 


A15 


3-Cl-Ph 


4-cHex-l-pipa 


2-MeO-6-Me-4-Py 
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34 



rI-^N ^Ar 
O 



No 






Ar 


A16 


4-F-Ph 


Mor 


2,6-diMeO-4-Py 


A17 


3-Cl-Ph 


Mor 


2,6-diMeO-4-Py 


A18 


4-F-Ph 


4-cHex-l-pipa 


2,6-diMeO-4-Py 


A19 


3-Cl-Ph 


4-cHex-l-pipa 


2,6-diMeO-4-Py 


A20 


4-F-Ph 


Mor 


2-MeO-4-Py 


A21 


3-Cl-Ph 


Mor 


2-MeO-4-Py 


A22 


3-Cl-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A23 


4-F-Ph 


Mor 


3.F-4-HO-Ph 


A24 


3-Cl-Ph 


Mor 


3-F-"4-HO-Ph 


A25 ■ 


4-F-Ph 


4-cHex-l-pipa 


3.F-4-HO-Ph 


A26 


3-Cl-Ph 


4-cHex-l-pipa 


3-F--4-HO-Ph 


A27 


4-F-Ph 


Mor 


3-Cl-4-HO-Ph 


A28 


3-Cl-Ph 


Mor 


3-Cl-4-HO-Ph 


A29 


3-Cl-Ph 


4-cHex-l-pipa 


3-Cl-4-HO.Ph 


A30 


4-F-Ph 


Mor 


3.Br-4-HO-Ph 


A31 


3-Cl-Ph 


Mor 


3-Br-4-HO-Ph 


A32 


4-F-Ph 


4-cHex-l-pipa 


3-Br-4-HO-Ph 


A33 


3-Cl-Ph 


4-cHex-l-pipa 


3-Br-4-HO-.Ph 


A34 


4-F-Ph 


Mor 


3,5-diF-4-HO-Ph 


A35 


3-Cl-Ph 


Mor 


3,5-diF-4-HO^Ph 


A36 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-4-HO-Ph 


A37 


3-Cl-Ph 


4-cHex-l-pipa 


3,5_diF-4-HO-Ph 


ASS 


4-F-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A39 


3-Cl-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A40 


4-F-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A41 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A42 


4-F-Ph 


Mor 


4-AcO-3-F-Ph 


A43 


3-Cl-Ph 


Mor 


4-AcO-3-F-Ph 


A44 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-F~Ph 


A45 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


A46 


4-F-Ph 


Mor 


4-AcO-3-Cl-Ph 


A47 


3-Cl-Ph 


Mor 


4-AcO-3-Cl-Ph 


A48 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A49 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A50 


4-F-Ph 


Mor 


4-AcO-3-Br-Ph 


A51 


3-Cl-Ph 


Mor 


4-AcO-3-Br-Ph 


A52 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A53 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A54 


4-F-Ph 


Mor 


4-AcO-3,5-diF-Ph 


A55 


3-Cl-Ph 


Mor 


4-AcO-3,5-diF-Ph 
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(.mi im^) 



R 



H 



1 "^N. 



No 






Ar 


A56 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


A57 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


A58 


4-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A59 


3-Cl-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A60 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A61 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A62 


3-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A63 


3-F-Ph 


Mor 


2-MeO-4-Py 


A64 


3-F-Ph 


Mor 


3-F-4-HO-Ph 


A65 


3-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A66 


3-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A67 


3-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A68 


3-Br-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A69 


3-Br-Ph 


Mor 


2-MeO-4-Py 


A70 


3-Br-Ph 


Mor 


3-F-4-HO-Ph 


A71 


3-Br-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A72 


3-Br-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A73 


3-Br-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A74 


3-Me-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A75 


3-Me-Ph 


Mor 


2-MeO-4-Fy 


A76 


3-Me-Ph 


Mor 


3-F-4.HO-Ph 


A77 


3-Me-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A78 


3-Me-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A79 


3-Me-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


ABO 


3-tBu-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A81 


3-tfiu-Ph 


Mor 


2-MeO-4-Py 


A82 


3-tBu-Ph 


Mor 


3.F-4-HO-Ph 


A83 


3-tBu-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A84 


3-tBu-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A85 


3-tBu-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A86 


3,4-diF-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A87 


3,4-diF-Ph 


Mor 


2-MeO-4-Py 


ASS 


3,4-diF-Ph 


Mor 


3-F-4-HO-Ph 


A89 


3,4-diF-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A90 


3,4-diF-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A91 


3,4-diF-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A92 


3-Cl-4-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A93 


3-Cl-4-F-Ph 


Mor 


2-MeO-4-Py 


A94 


3-Cl-4-F-Ph 


Mor 


3-F-4-HO-Ph 


A95 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 
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O 



No 


R' 




Ar 


A96 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A97 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A98 


3-Cl-Ph 


thiomorpholin-4-yl 


4-AcO-3,5-diCl-Ph 


A99 


3-Cl-Ph 


thiomorpholm-4-yl 


2-MeO-4-Py 


A100 


3-Cl-Ph 


thiomorpholm-4-yl 


3-F-4-HO-Ph 


A101 


4-F-Ph 


thiomorpholm-4-yl 


4-AcO-3,5-diCl-Ph 


A102 


4-F-Ph 


thiomorpholm-4-yl 


2-MeO-4-Py 


A103 


4-F-Ph 


thiomorpholin-4-yl 


3-F-4-HO-Ph 


A104 


3-Cl-Ph 


1-pipe 


4-AcO-3,5-diCl-Ph 


A105 


3-Cl-Ph 


1-pipe 


2-MeO-4-Py 


A106 


3-Cl-Ph 


1-pipe 


3-F-4-HO-Ph 


A107 


4-F-Ph 


1-pipe 


4-AcO-3,5-diCl-Ph 


A108 


4-F-Ph 


1-pipe 


2-MeO-4-Py 


A109 


4-F-Ph 


1-pipe 


3-F-4-HO-Ph 


A110 


3-Cl-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A111 


3-Cl-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A112 


3-Cl-Ph 


4-Ph-l-pipa 


3-F-4-HO-Ph 


A113 


4-F-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A114 


4-F-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A115 


4-F-Ph 


4-Ph-l-pipa 


3-F-4-HO-Ph 


A116 


3-Cl-Ph 


4-(2-Py)-l-pipa 


4-AcO-3,5-diCI-Ph 


A117 


3-Cl-Ph 


4-(2-Py)-l-pipa 


2-MeO-4-Py 


A118 


3-Cl-Ph 


4-(2-Py)-l-pipa 


3-F-4-HO-Ph 


A119 


4-F-Ph 


4-(2-Py)-l-pipa 


4-AcO-3,5-diCl-Ph 


A120 


4-F-Ph 


4-(2-Py)-l-pipa 


2-MeO-4-Py 


A121 


4-F-Ph 


4-(2-Py)-l-pipa 


3-F-4-HO-Ph 


A122 


3-Cl-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A123 


3-Cl-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A124 


3-Cl-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A125 


4-F-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A126 


4-F-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A127 


4-F-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A128 


3-Cl-Ph 


4-MeOCH2CH2-l-pipa 


4-AcO-3,5-diCl-Ph 


A129 


3-Cl-Ph 


4-MeOCH2CH2-l-pipa 


2-MeO-4-Py 


A130 


3-Cl-Ph 


4-MeOCH2CH2-l-pipa 


3-F-4-HO-Ph 


A131 


4-F-Ph 


4-MeOCH2CH2-l-pipa 


4-AcO-3,5-diCl-Ph 


A132 


4-F-Ph 


4-MeOCH2CH2-l-pipa 


2-MeO-4-Py 
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No 






Ar 


A133 


4-F-Ph 


4-MeOCH2CH2-l-pipa 


3-F-4-HO-Ph 


A134 


3-Cl-Ph 


4-PhOCH2CH2-l-pipa 


4"AcO-3,5-diCl-Ph 


A135 


3-Cl-Ph 


4-PhOCH2CH2-l-pipa 


2-MeO-4-Py 


A136 


3-Cl-Ph 


4-PhOCH2CH2-l-pipa 


3.F-4-HO-Ph 


A137 


4-F-Ph 


4-.PhOCH2CH2-l~pipa 


4-AcO-3,5-diCl-Ph 


A138 


4-F-Ph 


4-PhOCH2CH2-l-pipa 


2-MeO-4-Py 


A139 


4-F-Ph 


4-PhOCH2CH2-l-pipa 


3-F-4-HO-Ph 


A140 


3-Cl-Ph 


4-cHex-homopiperazin- 1 -y 1 


4-AcO-3,5-diCl-Ph 


A141 


3-Cl-Ph 


4-cHex-homopiperazin- 1 -yl 


2-MeO-4-Py 


A142 


3-Cl-Ph 


4-cHex-homopipera2m- 1 -yl 


3-F-4-HO-Ph 


A143 


4-F-Ph 


4-cHex-homopiperazin- 1 -y 1 


4-AcO-3,5-diCl-Ph 


A144 


4-F-Ph 


4-cHex-homopiperazin- 1 -y 1 


2-MeO-4-Py 


A145 


4-F-Ph 


4-cHex-homopiperazin- 1 -y 1 


3-F-4-HO-Ph 


A146 


4-Cl-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A147 


4-Me-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A148 


4-MeO-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A149 


4-Et02C-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A150 


2,4-diF-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A151 


3,5-diF-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A152 


3,4-diCl-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A153 


3-MeO-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A154 


4-F-Ph 


4-(3-Py)-l-pipa 


2-MeO-4-Py 


A155 


4-F-Ph 


4-(4-Py)-l"pipa 


2-MeO-4-Py 


A156 


4-F-Ph 


4-nBu-l-pipa 


2-MeO-4-Py 


A157 


4-F-Ph 


4-nHex-l-pipa 


2-MeO-4-Py 


A158 


4-F-Ph 


4-Et-l-pipa 


2-MeO-4-Py 


A159 


4-F-Ph 


4-iPr-l-pipa 


2-MeO-4-Py 


A160 


4-F-Ph 


4-cPent-l-pipa 


2-MeO-4-Py 


A161 


4-F-Ph 


4-cHep-l-pipa 


2-MeO-4-Py 


A162 


4-F-Ph 


3 -( 1 -pipe)-pyrrolidin-l -yl 


2-MeO-4-Py 


A163 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-4-Me-Ph 


A164 


4-F-Ph 


4-cHex-l-pipa 


3-HO-Ph 


A165 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-Ph 


A166 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-Me-Ph 


A167 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-MeO-Ph 


A168 


4-F-Ph 


4-cHex-l-pipa 


2,5-diF-4-MeO-Ph 


A169 


4-F-Ph 


4-cHex-l-pipa 


2,3-diF-4-MeO-Ph 


A170 


4-F-Ph 


4-cHex-l-pipa 


5-Cl-6-MeO-3-Py 
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